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(a) 


X is selected from the group consisting of 


-S(0 2 )- -N(R')-S(0),. 9(0) ,-«(*')-. -C(-O)-. -OC(-O) 
^O)-, -C<-0>Ht*'>-. -PIOJIH')- a,a a direct lix*. where, 
p/ is independently hydrogen, al*yl of 1 to 4 carbon atoms, aryl 

2 , nmq a ralXvl of 7 to 16 carbon atoms, with 
of 6 to 14 carbon atoms, araxjcyj. 

u y <«, P(OWR')-, the R' is not hydrogen; 
the proviso that when X is -eio> l*- J > 

(b) R, is selected from the group consisting of: 

(1) alkyl of 1 to 12 carbon atoms which is 
optionally substituted with Yx and/or Y 2 , 

(2) alkyl o£ 1 to 6 carbon atoms substituted 
with cycloalkyl of 3 to 8 carbon atoms which is optionally 
mono-, di~. or tri- substituted with Yi# Y 2 and/or Y„ 

( 3) cycloalkyl of 3 to 15 carbon atoms, which » 

■ n „„ di- or tri-substituted on the ring with Y a , Y 2 
optionally mono-, ai-, or » 

and/or T„ ^ hecerocycl oal*yl of 4 to 10 ring atoms with 

t he ring .« -iected £r c carbon -d heteroatoms wherein the 
heteroato-ns are selected fro. the group consisting of oxygen 
n irogen. and 3,0,,. wherein i is 0. X or 3. which is opt.onaiiy 
di-. or tri-substituted on the ring with y, T, and/orj, 
(5) heterocyolo of * to 10 ring atcns «tb the 
ring a „, s sdected fro™ carbon and heteroatoms. wherein the 
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hete roatoms are Elected from the group consisting of oxygen. 

and .10),. «hich is optionally mono-. ° 
cri - 3 Ltituted on the ring with V, V, 

(6) .Ikenyl of 2 to 6 carbon atoms which is 

, i- i of 3 to 8 carbon atoms, 

optionally substituted ^f^^^ on th e ring 
which is optionally mono-, dx- . or 
carbons with Y x , Y, and/or Y 3 . 

(7) aryl o£ S to 14 carbon atoms which is 

di or tri-substituted with Yx, Y 2 and/or Y 3 
optionally mono-, di- or tn => . . , . 

optiuiwxx/ rinci atoms with the 

(8) heceroaryl of 5 to 14 ring « 

ring atoms selected from ^. and ^^^^^ 
hete „ are selected from -^r^T^^ X,. * 
which is optionally mono-, di-, or tri 

Y " (S > aralkyl of 7 to IS carbon atoms which is 

optionally substituted on the al*yl chain with 
halogen and which is optionally .ono-, . 

in the aryl ^J^-J-; to 14 rin g atom. w,h the 

rin3 atoms selected from carbon and heteroatoms ■ £^ ^ 

heteroatoms are seized from oxygen, nitrogen and sulf , 

which is optionally suited on the al*y 

or halogen and which is optionally mono-, di- or 

on the ring with - ^ ^ ^ _ 

di or tri-substituted on the aryl ring with 
optionally mono-, di-, or tn s 

Yx . Y 2 and/or Y 3 , ros with 

(12) heteroaralkenyl o£ 5 to 14 ring ^ 

the ring atoms selected from carbon and heter ^ 
heteroatoms are selected froo. oxygen, nitrogen, an 
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which is optiona. 
with.Yi, V 2 and/ or Y 3 


Uy mono-, di- or tri-substituted on the ring 


H 3 C C H 3 

4 


(14) 


(15) 


H 3 C ^CHa 


H,Cy< 


(16) 

(1V) fused carbocyclic alkyl of 5 to 15 carbon 
atomS ' ^vfl u0 roalkyl of 1 to 12 


(18) difluoromethyl or perf luoroalkyl 


carbon atoms, 


wherein 


14 carbon atoms, 
of 7 to 15 carbon atome, and 


(20) perf luoraralkyl 

(21) hydrogen when X is a direct link; 
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(i) each Y lf Y a and Y 3 is independently 
selected from the group consisting of halogen, cyano, nitro, 
tetrazolyl optionally substituted with alkyl of 1 to 6 carbon 
atoms, guanidino. amidino, methylamino, methylguanidino , -CF 3 , 
-CF 2 CF 3 , -CH(CF 3 ) 2 , -C(OH) (CF 3 } 2 , -OCF3, -OCF a CF 3 , -OCF a H , 
-OC(0)NH 2 , -OC (0)SHZ lf -OC (O) NZiZj , -NHC(0)Z 1< -NHC (O) JJH 2 , 
-NHC(0)NHZi, -NHC(0)NZiZ 2 , -C{0)OH, -CtOjOZx, -C(0)NH 2 , -C(0)NHZ 1/ 
-C{0)NZ a Z 2 . -P(0) 3 H 2 , -P(0) 3 {Z 1 > 2 , -S(D) 3 H, -S(0) p 2 lf ~Z X , ~OZ it 
-OH, -NH 2 , -NHZi, -NZiZa, N-morpholino. and -S (0) p (CF 2 ) q CF 3 , 
wherein p is 0, 1 or 2, q is an integer from 0 to 5, and Z x and 
z 2 are independently selected from the group consisting of alkyl 
of 1 to 12 carbon atoms, aryl of 6 to 14 carbon atoms, 
heteroaryl of 5 to 14 atoms having 1 to 9 carbon atoms, aralkyl 
of 7 to 15 carbon atoms, and heteroaralkyl of 5 to 14 ring 
atoms , or 

(ii) Yi and Y 2 are selected together to be 
-0[C(Z 3 ) (z 4 )] t 0- or -OtC(Z a ) (Z 4 )] x+ i-, wherein r is an integer from 
1 to 4 and Z 3 and Z 4 are independently selected from the group 
consisting of hydrogen, alkyl or 1 to 12 carbon atoms, aryl of 6 
to 14 carbon atoms, heteroaryl of 5 to 14 ring atoms having l to 
9 carbon atoms, aralkyl of 7 to IS carbon atoms, and 
heteroaralkyl of 5 to 14 ring atoms ; 

(c) Q is -C(R 4 ) -; 

(d) R 2 is selected from the group consisting of 
hydrogen, halogen and alkyl of 1 to 6 carbon atoms; 

(e) R 3 is selected from the group consisting of 
hydrogen, alkyl 1 to 6 carbon atoms, cycloalkyl of 3 to 7 carbon 
atoms, alkoxy of 1 to 6 carbon atoms, halogen, and 

trif luoromethyl ; 
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(f , alternatively. R 3 and R 3 are selected 

together and are where * is 3 or 4; 

{g) R, is selected from the group consisting of 

alkvl of 1 to 8 carbon atoms, hydroxy, alJcoxy of l to 
hy drogen, aXKyl of it of 1 to 5 

8 carbon atoms, aralkyl of 7 to 15 earn 

JL. — — — — lkyl o£ 3 " 8 

-NHR,, -8(0)* and -C(-0)R B "here t is 0. 1 or 2, 

(h) w is 0, 1 or 2; 

( i) V is -CH(R 9 ) -; 
Rs is hydrogen or alkyl of l to 6 carbon 


atoms; 


(k> 


(k) e is heteroaryl of 6 to 10 ring atoms having 

from 1 to * ring nitron atoms and the remainder o £ the ring 
atoms carbon atom, and which is substituted with Rs and 

(1) R6 and R, are independently selected from the 

group consisting of hydrogen, halogen. « *lkyl - « 

„lkoxv of l to S carbon atoms, alkyl of 1 to 4 
carbon atoms, alkoxy ° £ 1 , carbon atoms, 

carbon atoms substituted with alkoxy of X to 4 
trifluoromethyl. -C(-0)OR„. -BHEu.. 

-CW*». -C(-0)NHR 10 . -<*<.*«*.. -Ci^H»)«M. - d 

(m) Rb. Bs . ■«». *u - d R " ara i"^ endently 

aeiected from the group consisting of hydrogen alkyl of 1 to 
carbon atoms and -CcWjCft wherein j is 0, i. or 3; 
. pharmaceutical^ acceptable salts thereof. 

2, (Cancelled) 
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Is- 

(Previously presented) A compound according to claim 1 
wherein R9 is hydrogen. 

3 • 

Jf. (Original) A compound according to claim 3 wherein X 
is -S(a) 2 - or a direct link. 

-S'T (Original) A compound according to claim 4 wherein Ri 
is substituted or unsubstituted aralkyl . 

(Original) A compound according to claim S wherein E 


(Original) A compound according to claim 6 wherein R 6 
and R7 are independently hydrogen or halogen. 

"1 

^8". (Original) A compound according to claim 7 wherein at 
least one of R 6 and R, is hydrogen . 

9. (Cancelled) 
% 

iC. (Previously presented) A compound according to claim 8 

wherein w is 1. 

c \ 

H'. (Previously presented) A compound according to claim 8 
wherein R« is hydrogen. 

\» 

. (Original) A compound according to claim 11 wherein w 

is 1. 

13 . (Cancelled) 

(Previously presented) A compound according to claim 1 
wherein X is -S(0) 2 ~- 
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yg. (Original) A compound according Co claim 14 wherein R 9 
is hydrogen or methyl. 

.16. (Cancelled) 

17. (Cancelled) 

;Jf. (Previously presented) A compound according to claim 
15 wherein Ri is substituted or unsubstituted aralkyl . 

(Original) A compound according to claim 18 wherezn R 3 
is hydrogen. 

(Original) A compound according to claim 19 wherein w 

is o or l. 

\\> 

(Original) A compound according to claim 1 wherein E 

>2. (Original) A compound according to claim 21 wherein R 6 
and Rt are independently hydrogen or halogen. 

,23- (Original) A compound according to claim 22 wherein at 
least one of R 6 and R 7 is hydrogen. 

24 . (Cancelled) 

J2%. (Previously presented) A compound according to claim 
23 wherein Rs is hydrogen or methyl. 

(Previously presented) A compound according to claim 1 
wherein X is -S (0 2 ) - or a direct link. 

70052694vl 


12/23/03 TUE 15:02 [TX/RX NO 5630) Igjo; 


12-23-03 11:02am Frcra-PILLBURY WINTHROP CARMEL VLY +858-508-4010 T-7IB P-024/03! F-1B4 

018813-0272492 


2A 

^f. (Original) A compound according to claim 26 wherein R a 
is unsubstituted aralkyl, substituted aralkyl or alkyl 
substituted with cycloalkyl in which the cycloalkyl group is 
substituted with aryl or heteroaryl. 

(Original) A compound according to claim 27 wherein R 2 
is hydrogen and R 3 is hydrogen or methyl. 

£9'. (Original) A compound according to claim 28 wherein R 3 
is methyl. 

Claims 3 0 to 32 (Cancelled) 


(Previously presented) A compound according to claim 1 
selected from the group consisting of Compounds A. E, F. G, H. 
I, J, K, L, M, N, P, Q and R depicted in Figures 1A and IB. 

^34". (Currently amended) A pharmaceutical composition #e*» 
treating or decreasing tho incidence of a condition in a mammal 
characterised by abnormal thrombo o ig, comprising a 
therapeutically pharmaceut i ca 1 ly acceptable carrier, and a 
therapeutically effective amount of compound of claim 1 . 

(Currently amended) A pharmaceutical composition #ea? 
treat ing or dcoycaoing the inoidenoe of a condition - - in <a ■ mammal 

the r apeutically pharmaceut i ca 1 ly acceptable carrier, and a 
therapeutically effective amount of compound of claim 3 . 

&1 

(Currently amended) A pharmaceutical composition 
treating or decrea s ing- the incidence of a condition in a mammal 

thorapcut - ically pharma c eut i ca 1 1 y acceptable carrier, and a 
therapeutically effective amount of compound of claim 6. 
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^f. (Currently amended) A pharmaceutical composition £e* 
t h roating or docrcaoing the* incid e nce of a condition in a mammal 
charactcr - iecd by abnormal thrombooio - , comprising a 
therapeutically pharmaceu t i cally acceptable carrier, and a 
therapeutically effective amount of compound of claim 15. 

1P[ 

3iK (Currently amended) A pharmaceutical composition -ies? 
treating - or docrcaoing the? incidence of a condition in a mammal 
characterised by abnormal thrombooio ,- comprising a 
thcrapoufe i co.1 ly pharmaceutically acceptable carrier, and a 
therapeutically effective amount of compound of claim 19. 

>9. ( Amen d ed ) (Currently amended) A pharmaceutical 
composition for - treating or decrca - aing the incidence of a 
condition in a mammal character i god by abnormal fchrombooig, 
comprising a therapeutically pharmaceut ically acceptable 
carrier, and a therapeutically effective amount of compound of 
claim 5-/. H ° 

£Qr. ( Amended ) (Currently amended) A pharmaceutical 
composition for treating or . decreasing the incidence of - a 
condition in a mammal - eharaetcri B ed by - a bnormal thrombooi o , 
comprising a fehcra p eu t ica.1 ly pharmaceutically acceptable 
carrier, and a therapeutically effective amount of compound of 
.claim sfM 

^^aTT (Currently amended) A pharmaceutical composition 
treating or dQcrcaging - tho incidence of a condition - in a— mammal 

■ t - hcrape a tioa - ily pharmaceutically acceptable carrier, and a 
therapeutically effective amount of compound of claim 33 . 
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j*.' {Currently amended) A method for treating e* 
a condition in a mammal 
characterized by throtrfcosis, comprising administering 

to. .aid mammal a therapeutically effective amount of the 
compound of claim 1- 

%' (Currently amended) A method for treating •* 
4eeMM4B ^ ft ^ BeWeBe ^ # a condition in a mammal 
characterized by a*— thrombosis, comprising, administering 
w said mammal a therapeutically effective amount of the 
compound of claim 3 . 

% (Currently amended) A method for treating «r 

, i : ,| rr nf a condition in a mammal 

characterized by a*™* thrombosis, comprising admrn.sterlng 
to said mammal a therapeutically effective amount of the 
compound of claim S . 

^ (Currently amended) A method for treating e* 
^^^^^e^ a condition in a mammal 
characterized by e**^ thrombosis, comprising adm^sterxng 
to said mammal a therapeutically effective amount of the 
compound of claim IS. 

£. (Currently amended) A method for treating « 
jU^mgji ng l he in>.iJtiiicc nf a condition in a mammal 
Characterized by ******* thrombosis, comprising administering 
to said mammal a therapeutically effective amount of the 
compound of claim 19- 

$ ' (MM M) (Currently amended, A method for treating or 
^oauluy il. inrii^ee^* a condition in a mammal 
characterized by ******* thrombi*, comprising administering 
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co said — .1 a graphically effective amount of the 
compound of claim 

% (Currently amended) A method for treating 
^ a9ii ^^ eWeM _ a condition in a ^ 

. w ^.fe.eOTai thrombosis, comprising administering 
characterized by afeneOT** w» 

to said — 1 a .nerapeuticaUy effective a«ount 
compound of claim 

2>k -■ *~a-\ a method for treating 

(Currently amended) A metnocL 

, i , i nr-irW ncc of a condition in a mammal 

— ^Thy^rrthro^is, t -^-— 

to said mammal a therapeutically effective amount of the 
compound of claim 33. 

& previously presented, A compound according to claim 
15 wherein m is hydrogen. 

£. (Previously presented, A compound according to claim 

Je wherein R 2 is hydrogen. 

il (Previously presented, A compound according to clai. 
jjtf" wherein R 3 is methyl- 

(Previously presented, A compound according to claim 
29 wherein R« is hydrogen. 

(Previously presented) A compound according to claim 1 
wherein R* is hydrogen. 

• ^ % (Previously presented, A compound according to claim 
^ wherein Rz is hydrogen. 

&' (Previously presented,. A compound according to claim 
f£ wherein R 3 is methyl- 
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yf. (Previously presented) A pharmaceutical composition 
comprising a pharmaceutical^ acceptable carrier and a 
therapeutically effective amount of a compound of any of claims 

1*0 L\Q^ 

1, 3. 6, 15, 19, 33, ?i ox £8r. 

^eT. (Currently amended) A method of presenting or treating 
in a mammal a condition of a-bsseafffiai thrombus formation which 
comprises administering to said mammal a therapeutically 
effective amount of a compound of any of claims 1, 3, S, 15. 19, 
33, or >5. 


700S2694V1 


12/23/03 TUE 15:02 [TX/RX NO 5630] @ 0 28 


lOiSram Frora-PILLBURY WINTHROP CARMEL VLY f +858-508-4010 

\ 
\ 

FROM 

Intellectual Property Group of 
Pillsbvry Winthrop LLP 
Attorneys at Law 
11682 El Camiao Real 
Suite 200 
San Diego, CA 92130-2092 
Telephone: (619) 234-S000 

our Facsimile #: (858) 509-4010 


0EC 2 3 2oo 3 


FACSIMILE TRANSMISSION 

TO: UNITED STATES PATENT AND TRADEMARK OFFICE 
FACSIMILE #: (703) 308-4556 

No. Pages (Including this page) _JU FAX Opr.- Patricia Munoz 

IF YOP PO NO T R ECEIVE CLEARLY ALL PACES, PLEASE CONTACT US IMMEDIATELY 

By Telephone AT: (858)509-4016 (local) 

or (619) 234-5000 


VSPTO; 

PLEASE ACKNOWLEDGE CLEAR RECEIPT OF ALL PAGES INDICATED 
ABOVE BY FAXING THIS PAGE BACK TO ONE OF OCR FACSIMILE 
NUMBERS STATED ABOVE 


In re PATENT APPLICATION of 
Inventor (s) Siev, at al. 

Appln. No. 09/905. 644 

series code T T serial no. 

riled; JVly 13, 2001 

TITLE: NOVEL NON-COVALENT THROMBIN 

INHIBITORS 

Name or type of signed paper being transmitted: 

Transmittal Letter (in duplicate) , Petition for Extension of Time (in 
duplicate), Notice of Appeal (in triplicate) and Amendment. 


Group Arc Unit-- 1624 
Examiner: Balasubramanian, V. 

Atty. Dkt. PM 018813-0272492 
M# 

Date: December 23, 2003 


MESSAGE: 

Transmitted herewith for filing are the above-listed, items. 


(ATTN: ACty/Sec; Transmit only anq paper herevich. For papers not acceptable by tax, sea back aids or LAN Forma 
Direccoxy PAT-286T Rear. Co doc Sile originals buc faaCcff them in our file (left aide) with 
this sheet ana. tax rwreipc on cop. Bo «gr oAod the originals dot a confirmation copy to the PTO.) 

CERTIFICATE" OF FACSIKILB TRANSMISSION 

I hereby certify that this paper is being faceimile transmitted to the Patent and 
Trademark Office on Che dace shown below. 


Name Suzanne L. Blgga 


Date December 23, 2003 


018813/0272492 


70052904V1 


PAT-2B6 7/90 

12/23/03 TUE 15:02 [TX/RX NO 5630) ©001 


